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2%Tween8 0K:«WLfeiaHfl:^%fettDa^Lfe. 8^6 0^ ^> 

h/tA,**-**-^** (eomg/kg, i. P . ) mmrvmmvt^m 



3 4 



£BIE# 2000-3083382 



11 — 271843 



^ftfCHSE (lOU/100/.l/Lung) £i£^LT. BMrnZmmLfc 

o mf&6o<&^ Mskm&zit. &mikm.7k (2.5mi) xm.^mm^m^v 

. 8t&Wi (BALF) fcEURLfc., ®J& IfcBALF (0.5ml) 2%^ 

^Sifeltcj: y b A l f tpe>ihmAZm.m b£„ 

[00 5 1] 

mm 

(i-d) T*^$tl-5^^b^cD#^^^i-^^^c<Sv^*,©-e$>y, m. 

[0 0 5 2] 
[g^S^©^M] 

— «5£ (I-D) T^$tlS*^^fc^^fe»^tie>©##tti&^ m^X 

ttW»y*^^ T^n-Attgfr^>ft:. jfcAitf!RI**&£ (ards) , 

<K><5a 

[0 0 5 3] 

— «5£ (I-D) T^^tl^^^fc^tfctt^O^tti^^JiSHCDg^T' 

o 

iiS> J^A— A&£»J. lmtCO^, lmg^P> 1 0 0 0mg®@HT', 1 

h i ia^e>iitta^p^$*vs*\ £fc&i£A— A&fcy. iehco^ o.im 
g*^ioomg©iHt\ i 0 i ®^e>$tm#Nini£-£ (#£ u<«, imp* 



£BII^2 000-3083382 



11-271843 

o 

So 

nz&mmm) izmm. mM&r=.te%itztiz> 0 zbizz&mmz. mmm. m 
mitm. %<tm. tm&i> m^m. ^mm. &&m. mmm^^mvx^x% 

j¥mn$tif<D&ito<D8iMffl}iVTi l ±. mm. mmm. zimmis&xfmw&mz 

ti&>±<Dm&mm.*mmizmM. mm&f=.u%iktt-&xm^t>nz><, mmnvx 



3 6 



miE4# 2000-3083382 



#5£ i 1 — 271843 



jK'jvm-h8o (&mmm) ^§o , nimts&K %4tm. mmit 

ftifeKi.fcy^sns^ffl*^ «fc#3fl, ifrftrau txi, 
y vj^&zwtp^ym&xote^mMz&misT^T*) x^i/ 

M^li^H#fFm2,868,691-^feJ;^im3,095,355-^{Cf^L<ffi«$tl 
[0 0 5 4] 

[0 0 5 5] 

1- (2, 2 h=¥i/X^;V) - 6 -t^fV- 2 5 hD 

-l, Kntry ^^>©s§jg 



3 7 



mfflE# 2000-3083382 



4$5|a i 1-271843 



Ut4 5] 




[0 0 5 6] 

N- (2, 2 h^r^/3l^;i/) 7i-JI/r^> (1.42 g) <Z>* # 7 ~JV 

(4 0mi) ittc, r;i/=f>#ffl^T. ^a-e, 3 h**/- 2 --bar 

* i^vsi^^xx-t^ (i g) <d**j-iu (23mi) mm**p^< vmr 

W.Z*/VJ3tf)VJj ; 72*VU~?hy^'7J- (^^r-9-> : WM^JV= 2 : 1 — 1 
: 1) T**t§SU TffiOftttte&^t-**^^* (0.824g) 
T L C : R f 0.57 : Bfg&:n^/I/= 1:1), 

NMR (CDClg) : 8 8.97 (1H, s) , 7.60-7.50 (5H, m) , 4.86 (1H, t, J=5. 
4Hz), 4.24 (2H, d, J=5.4Hz), 3.33 (6H, s) D 
[0 0 5 7] 

mmm2 

1— (2-7*0^) - 6-^-^y-2 -7 5 - — h n - 1 , 6- 
v\i Kn try ^ s?>©«3t 

Hfc4 6] 




3 8 



2000-3083382 



i 1 — 271843 



[0 0 5 8] 

N- (2-zfV<—)V) 7iijl/75^> (2.18g) (DhJV^y (62ml) 
WLIC^ T;i/df>#H^T. 3 0X17:3 h*cis- 2-—hUT9 V/vm^^JV 

(2.og) (Dhfrzty (62mi) ^m^m^vfxmrvr^o fcfcm>& 

«3 0TCT'2HWbfc ( ELJ&m&®tZ*# J-JU (15ml) £;&n;l> IN 

^tk^is (70mi) , mftrnmykm-t- h v v juTkmm (30mi) . * oomi 
) %>&Tfmm&tt,-}-bvv2±7kmm (30ml) xmjkm&v. mmvr~ 0 n*>n 
frmfczwm^m (s.imi) izmmvx^mv. nm^ti,r^ mrnvt^ 

tKT^L, JgjKU T1B©^4£te£^&:*:^l5Hfc-£% (2.48g 

) £#fco 

TLC : Rf 0.30 : Hti^;i/ = 7 : 3) , 

NMR (CDClg) : 8 8.96 (1H, s) , 7.65-7.50 (5H, m) , 5.90 (1H, ■) , 5.3 
0 (1H, dd, J=10.2, 0.8Hz), 5.04 (1H, dd, J=16.6, 0.8Hz), 4.67 (2H, dt, J 
=5.4, 0.8 Hz) 0 

[0 0 5 9] 



l- (t -7 \- * i/ ijjvtf— -6-*-3py-2 -7i^;i/- 5 - n 



CCa^lo J< - ^ 02N AXA 0 J< 

NH -HCI OsN^COOCHs g 



[0 0 6 0] 

&m7km-fhVy2± (25g) CD* (145ml) £ bJl^y (70ml) U&mfc 
IZN- (t -:/h3rt/;*j;i//K-;i/*^;i/) 7i37 ^ ^> • g£fft£ (6.5g) 



#s»H3 



[ft4 7] 




mU# 2000-3083382 



i 1-271843 



zto%.r~, fcj&m&®z^UT*5frmmwL& 0 fcmm&mzhji^y (70mi 

£©*!KJC, 7/H?>#H^T. 3 h*ris~ 2-- hU7? V 

(3.i7 g ) ohfr^y (40mi) mwLZ-mffi-frWTmy \sfz. 0 %.mm& 
mi) ztoz.. iN^m^m. *> mm9m&m±hv v&*mm. mm&it 

5.2g) &#fc„ 

T L C : R f 0.23 (^\^p-^> : ^^n:^;i/= 7:3). 

NMR (CDC1 3 ) : 5 9.00 (1H, s) , 7.70-7.50 (5H, m) , 4.63 (2H, s) , 1.4 
6 (9H, s) D 

[0 0 6 if 

1- (75>- 2 ->r>H/^^;i/) - 6-^-^V-2-7oin;i/- 
1, 6 -t?fc; Kntf V 5 
[ft4 8] 




[0 0 6 2] 

N- 2 ->r;i/^^;i/) 7rc-;bT$ (10.32g) <D\*JUx.y (3 

00ml) ^{C. 7;i/=f>#BmT. 1 0 01Ct3-^ hdpSy-2--hDT^ 
U;i/^X^;i/3iX^^ (9.03g) ©h;i/ac> (250ml) iI&^o< l J|Tb 



ffiffi# 2000-3083382 



1 1 — 271843 



, lNfiH*M (150ml) , ^5f0^7K^hU^A7K^M (150ml) , * 
(150ml) fc«fctf&fDJ£flS*-MJ ?A*Ki§?£ (150ml) T*m?km&V, M^ffi 
^th'J^At^iU iiUfe. tt&tlfcHtt&WB*:^/!/ (100ml) -£\ 

ttlt=&^"r«*»W^* (7.6 g) £#fc 0 

TLC : R f 0.42 (vs*1f> : filf^= 3:2). 

NMR (CDClg) : S 8.94 (1H, s) , 7.66-7.53 (5H, m) , 7.32 (1H, t, J=l. 
5Hz), 6.31 (2H, d, J=1.5Hz), 5.28 (2H, s)„ 
[0 0 6 3] 

mmms (i) 

1- - 6 -*-3f y - 2 -^ai— 5-- ho-i, 6- 

Fn try ^>©§gji 

Ift4 9] 




[0 0 64] 

§£l£m^§g^L7Mbiir% doom g) cdtK (o.iml) £ hu yjvx-uwm ( 
0.4ml) ^$:T;i/^r>#H^T, ifit«3 0^I#lfe o 

saiu Tm<D®&mitm-tz>*mmit&m (84m g) 

T L C : R f 0.26 (^\^r-9"> : l^^ac^;i/= 1:1), 

NMR (CDClg) : 8 9.65 (1H, s) , 9.10 (1H, s) , 7.75-7.40 (5H, m) , 4.9 
6 (2H, s) c 

[0 0 6 5] 



4 1 



ffiHE# 2000-3083382 



#5p 11—271843 

mnms (2) 

1- - 6-^y-2-7i^;i/-5--bn-i, 6- 

[ft5 0] 




[0 0 6 6] 

^M2T?^jtbfefl:-^#J (514m g) <Z)S;^nn;*#> (18ml) £ ^ # J 
~JV (2ml) ©M^MIC- 7 0rx*iS^^*<*S*-e^-^/>$:n}C^j2t 

(0.179ml) £;&n*.£:„ iKiSM^*^^ T#iSLfc 0 MJ&*gHi*C, * ( 
lml) Ht-°7$S-Jb (10ml) £«:Tigi8t bfc. #e>*lfc3g?tS:y-fe h 

(400m g) 
[0 0 6 7] 
^1M6 (1) 

6 -t^py- 2 - 7x^;b- 5-nhn-l, 6 — t: K n fcf U 5. 1 - 



miE# 2000-3083382 



1 1—271843 

lit 5 1 ] 




[0 0 6 8] 

mmms-vm^t^^m (5 g > ©h'j7Mnii uomi) 
x-4mmmwht^ 0 %.i&m&®zmmi^ ssxf^wi, Tm<D<®&m* 

(3.8g) £#fc 0 

TLC : Rf 0.16 (^Dn^l/A : ;* # y — )V : Bf^= 9 0:10:1), 
NMR (DMSO-dg) : 8 9.07 (1H, s) , 7.70-7.55 (5H, m) , 4.59 (2H, s)„ 

[0 0 6 9] 
Hffi«f6 (2) 

6->f^y-2-7i-^- 5 - - h n - 1 , 6-i/tFnifij^>-i- 
>f ;i/ ;* ^ ;i/ # ;i/ ^ > m © 

[ft 5 2] 




[0 0 7 0] 

$£mm4~Zmkl>fcit^m (297mg) ffli;^nn^^> (18ml) 
-JV (7ml) ©a-^*«[JC, -7 0TCtSJSWf<*S*t*ty>^l!)Ct 



ffifESf 2000-3083382 



#5p 11-271843 



F (1.0ml) *MXt=. 0 SJ&iS-^fcSliit L 

#y-;i/= l o : i~^nn^^> : : Bfcm= 2 o : 2 : i) -em 

«u niM6 (i) Tm&Lfefo&mt.mv®&m*m?z*?&mfci!}®) (48 

mg) 

[0 0 7 1] 

mmme o) 

6 -^-^py- 2 --y oL—)\y- 5 -— hn - i, 6-s?n Fntru l - 

[ft5 3] 





N^^COOH 



[0 0 7 2] 

mmffl2T*m&vr^t&w (257m g) ©e^^ (3 mi) hr-th-h 

U;i/ (3ml) <Z>^£*§?£lC, # (3ml) illH'JiSlthy'JA U.07g) 

(o.2mg) *Mz.fc a fcmm&mzmuT*i.mmMwv%. 

6 (1) 7f«^Lfcffc^i:HC^ttffi&^^**»q!ft^<».ao7mg) 

fee 

[0 0 7 3] 
£ttft|6 (4) 



mtE# 2000-3083382 



4#¥ 11—271843 



6-t^y-2-7x-^/- 5 h n - i , Kntru ^ > - i- 

4 A/ * * ;i/ # jv tJ? y m <d m& 




[0 0 7 4] 

mmws (i) *fct±5 (2) T*mmznr~fc&ty (5.9ig) ot-zrzs- 

JV (22.8m 1 ) £7fc (5.7m 1 J^ST* U >^ 2**^- h U A« 

cu >^2tk^^- h y ?a • (3.28g) 0.12ml) ^ 

2-^^;i/- 2 -Zf^-y (7.2 g) £flt!;ife 0 5"ClC#£PU ffifi*iH- h y $ri* 

CM^m^-hy^A (6.19 g> 80%^) ©7K (11.4ml) 
x.fco HlS^^S:^MT4^im^bfco £j£^#l&C4N?K^ft^hy ?A 
ikmWL (5.7ml) iHtUfco #e>tlfe^MlC 2N$iM (17.1 

ml) £t->r#y-;i/ (9.6ml) SriD^., flrffi Lfc*g,ll& 5it b fc„ 

2 nj&^k^ (i7.imi) T*2.5mmmwv. i&i&zzmv. nmv 
> ^iSMe (i) x-m^r^t^mnmc^m^m-t^mmit^ (5.82 g 

) 

[0 0 7 5] 

mnm 

N- [ (IRS) -1- (5- (t-^;i/) -1, 3, 4-^^r-y-^T^/- 

;i/-2->f;^M- J fl/) - 2 -^5^;i/^"n bf;H -2 - [6 y- 2 
i-;i/-5-nhn-i, 6 Kntf y ^ i --f;i/] rthr^Fo 



4 5 



miE# 2000-3083382 



#5£ 11 — 271843 

[ft 5 5] 




[0 0 7 6] 

mmme en , 6 (2) , 6 (3) &fci$6 (4) xm^v^t^ u.i 

g) CD-r- h^HKP37^> (20ml) ^MIC - 2 OTCTN-^^^/^^/JxU > 
(0.44ml) M^IC- 2 0n?^DnSi^X^;i/ (434m g) £itl 

Afco SJS1^5:^t*3 0^^i#tfc o KfcM&mz (I RS) - 1 - 
(5- (t-^;i/) -1, 3, 4 -^-=3r-^^Ty-;i/- 2->f JljjJUtf— JV) 

-2-*?~)V7u\fJVT$2s 'i&mm. (1.05 g) H N - U > (0.44 

ml) £#n;l£: 0 M^^$:0TCT2^ra«^Lfc o SiS^fttcWSfcac^^ 

J -;i/T??S*§6fl;U Tfa^«ffiS:^-r-5*^Wfb-^% (1.40 g) & 

T L C : R f 0.20 (^\3f 1J-> : if^:n^;i/= 11:9), 

NMR (CDCI3) : 8 8.97 (1H, s) , 7.75-7.45 (5H, ■) , 7.06 (1H, d, J=8. 
6Hz), 5.28 (1H, dd, J=8.6, 5.9Hz), 4.91 (1H, d, J=15.7Hz), 4.75 (1H, d, 
J=15.7Hz), 2.60-2.35 (1H, m) , 1.45 (9H, s) , 1.03 (3H, d, J=6.7Hz), 0.89 
(3H, d, J=6.7Hz)„ 
[0 0 7 7] 

mmma 

N- [ (IRS) -1- (5- (t-zf^/l) -1, 3, 4 -**W7V- 

jh- 2 ->r;iy^;i//K— ;i/) - 2 -*?-;\,zfu tf;i/] - 2- [6 -tf^rV- 2 -7 
5 — t ^ y — 1 , Kntru ^ vy- 1 — f;u] r-fehr^K© 



4 6 



ffi$E# 2000-3083382 



11 — 271843 



mm 

[-ft5 6] 




[0 0 7 8] 

mmmi -emmistzfc&m (22m g > amm^/v (o.5mi) mmi^ 1 0 

(^?nn^^t> : : zl$;-JV= 10: 1 0 : 1) T?¥f§gU TIB 

©%tf?:tt5*^ft^ (11m g) &#fc 0 

TLC : Rf 0.60 (i/?UU**Z/ : ie&X^;i/ : 3L#y-;i/= 10:10 
: 1) , 

NMR (CDC1 3 ) : 8 7.60-7.35 (6H, m) , 6.92 (1H, d, J=8.2Hz), 5.44 (1H 
, dd, J=8.2, 4.9Hz), 4.68 (1H, d, J=15.4Hz), 4.58 (1H, d, J=15.4Hz), 2.6 
4-2.40 (1H, m), 1.48 (9H, s) , 1.07 (3H, d, J=6.8Hz), 0.88 (3H, d, J=6.8H 

[0 0 7 9] 

mmmi 

• N- [ (IRS) -1- (5- (t-^;i/) -1, 3, 4-^-dp-9-^T^- 
2 ;V3})ltf-}l) - 2-^^JVzfUif)V2 -2 - [6-^-^y-2-7 
5 - - h n- 1 , 6 -s^t: Knfcf y ^ l ->f;i/] 7th7$ K ( 



ffilE# 2000-3083382 



#5p 1 1-271843 



mmm 7 ait&m 



5.0g 



0.2g 



O.lg 



4.7g 



[0 0 8 0] 



Mt57>^M 0 0:fcS:#£„ 

* N— [ (IRS) -1- (5- (t - Zf?-fr) - 1, 3, 4 -^^rt^r!/- 

)]/-2-4A/jj?n$—fl/) - 2 -^^i^n tr;i/] -2- [ 6 -a-^py- 2 -7 

3i-;i/-5-^hD-l, 6 — fc: FnifU 5 — 1 — A JV~] 7th75 F ( 

mmmKDfc&m 2.0s 

■ -7>zh-;i/ 2 0g 

• ^@7K 5 0 0ml 



4 8 



ffifflE# 2000-3083382 



#5p 11 — 271843 . 

t 

mm 

mm ^ (i) -e^sfistf y ^ *?>nm<fr£t=.\z*<D#m&& 0 

R 1 l±H, F;R 2 tt-CH (OR 3 ) £ , t - ~f V 3p$/ jjjltf- ;K 
-CH = CH 2 , -7=yy- 2 — f;i/, -CHO, -COOHtfett^ (II) ;R 
3 liMetfeliEt ; R 4 &Me, i-Pr, n-Bu. t-Bu, .Ph, 1- 

3, 4 - *3 L UyP?t3ri/'<>i?fls, a, a -s?*^/1/^>*?;k 
a, a 3 -*^;i//<;y^;K a, a-^f;i/-3-b'j7Mn 

Hfci] 




1 



ffi!E4# 2000-3083382 
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ffi m a m m m m 



[000185983] 
1 . 2£%.*ZH 0 1 9 9 0$ QB 20 

ft ffi *BUff*R***K3tW2TBl#5* 



1 
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